Ulcerative colitis (UC) is a chronic relapsing inflammatory disease of the colorectal region which may be complicated by extraintestinal manifestations, as cutaneous involvement. Immune dysregulation resulting in a lymphocyte mediated destructive process has been suggested as a possible pathogenetic link between gut and skin-related manifestations. The authors describe an atypical clinical aspect of lichen ruber planus in a patient affected by vitiligo, alopecia areata and ulcerative colitis.
INTRODUCTION
Ulcerative colitis (UC) is a chronic relapsing inflammatory disease of the colorectal region still remains to be the unknown etiology [1] .
Up to 40% of IBD patients may be complicated by extraintestinal manifestations and their prevalence appears higher in Crohn disease than ulcerative colitis. Among the organ systems involved, the skin is one of the most commonly affected: up to a third of IBD patients develops cutaneous manifestations, as erythema nodosum, pyoderma gangrenosum, aphthous stomatitis, psoriasis, vitiligo, alopecia [1, 2] .
Vitiligo is an acquired disease affecting 0.2% -1% of the worldwide population and characterized by progressive, patchy, multifocal loss of skin pigmentation, overlying hair and mucous membranes [3] .
Lichen planus (LP) is a chronic inflammatory eruption of the skin, scalp, nails, and mucous membranes with a reported prevalence rates of 0.5% -2.2%. Its classic presentation is characterized by 4 p's, purple, polygonal, pruritic papules [4, 5] .
Alopecia Areata (AA) is a chronic inflammatory hair disease resulting in a Th1-mediated non-scarring hair loss [2, 11] .
The authors describe the first case of concomitant lichen ruber planus, vitiligo and alopecia areata in a patient affected by ulcerative colitis.
CASE REPORT
A 50-year-old male patient was referred to our Dermatological Department for the clinical evaluation of multiple non itchy patches on the extensor surface of the right lower limb. Same erythematous lesions were detected on the right elbow (Figures 1(A) and (B) ).
Lesions had started one year previously and progressively increased in number. Physical examination demonstrated erythematous, finely scalying psoriasiform eruption, localized on a vitiligo patch.
Patient's anamnesis evidenced vitiligo since 1987, ulcerative colitis for eight years; no personal nor familiar history of skin diseases and further autoimmune diseases were reported.
Ulcerative colitis was previously treated with prednisone, beclomethasone dipropionate and metronidazole ad it was in actual clinical remission: no specific inflammatory signs were found at endoscopy and laboratory data, including CRP and faecal calprotectin, were within normal ranges.
No previous treatments were done for vitiligo and psoriasiform lesions.
A skin biopsy was performed on one skin patch showing a dermal band-like chronic inflammatory infiltrate damaging basal membrane, lymphocytic exocitosis and intraepithelial cytoid bodies. Histologic features were compatible with lichen ruber planus ( Figure  2 (A) and (B)). Moreover, an oral examination showed a fine whityish network on the left cheek mucosa compatible with oral lichen planus (Figure 3(A) ).
Based on the limited skin surface involved by vitiligo and lichen ruber planus, we opted for a topical therapy with clobetasol foam 0.05% daily for one month then gradually tapered for another month with completely resolution of both skin diseases.
After six weeks, the patient returned to our attention for multiple non-scarring hair loss patched of the beard.
The pull test was positive and a video-dermatoscopic analysis identified hyperkeratotic plugs ("yellow dots"), hair follicles containing cadaverized hairs ("black dots") and broken hairs considered as pathognomonic features of alopecia areata (Figures 3(B) and (C) ).
For alopecia areata, we suggested one month topical treatment with methylprednisolone aceponate 0.1% five days per week and a chili derivative product during the week end, with partial clinical resolution of the lesions. 
DISCUSSION
Many gastrointestinal tract disorders show cutaneous manifestations and several skin diseases may have associated to gastrointestinal lesions. Thus, the skin could mirror an occult gut disease [1, 6] . Immune dysregulation resulting in a lymphocyte mediated destructive process have been suggested as a possible pathogenetic link between gut and skin-related manifestations [6] . Cytokines are important mediators of immunity and an unbalance in the cytokine network may largely determine autoimmune disease susceptibility and severity [7] .
Classically, UC has been associated with Th2 mediated pathways with elevated levels of IL-5 and IL-13 [7] .
However, recent evidence have suggested an important role of IL-23 and Th17 pathways both in IBD and vitiligo and lichen ruber planus; thus it could represent a further critical "meeting" point between the skin and the bowel [8] [9] [10] .
In UC IL-23 may play important roles in controlling the differential Th1/Th17 balance [10] .
In vitiligo, IL-17A seems to dramatically induce IL-1β, IL-6, and TNF-α production in keratinocytes and fibroblasts providing evidence of the influence of a complex Th17 cell-related cytokine environment in local depigmentation in addition to CD8(+) cell-mediated melanocyte destruction [9] .
In oral lichen planus, the proportion of local and peripheral Th1 and Th17 cells appears significantly increased and they may be associated with its pathogenesis [8] .
Furthermore, alopecia areata is characterized by increased serum levels of IL-2, IFN-γ, IL-13, IL-17A and it emphasizes an altered T helper (Th1, Th2 and Th17) cell function and a reduced serum TGF-β1 levels suggested defect in Tregs function [11] .
In our patient, vitiligo preceded ulcerative colitis, lichen planus and alopecia areata: it could be speculated that an initial inflammatory status may have become persistent leading the compartimentalization of inflammatory processes to the gut, the skin and oral mucosa. As previously suggested, this mechanism may be linked to the homing and the trafficking of immune cells [12] .
In the last 15 years, the advent of biologic therapies, particularly anti-TNFα antibodies, has offered new options in the management of some inflammatory diseases, such as inflammatory bowel disease and psoriasis [13] .
In vitiligo, the anti-TNF-alpha agents are well tolerated but efficacy was not observed; moreover, data lack on their use in cutaneous lichen planus and a recent review have emphasized there would not seem support and rationale for use of biologics in oral lichen planus [14, 15] .
It has been demonstrated that anti-IL12/23 antibody therapy is a highly effective for the treatment of anti TNF-alpha antibody-induced psoriasiform skin lesion in patients with inflammatory bowel disease [13] .
Data are missing on the effect of anti IL-12/IL-23 treatment in vitiligo and lichen planus; although further studies are needed on this topic, it could open new perspectives on treatment of skin involvement in inflammatory bowel diseases sharing common pathogenic process.
Based on literature findings and on the actual clinical remission of ulcerative colitis, in our patient we opted for a topical steroid therapy of both vitiligo and lichen planus with satisfactory results.
The peculiarity of our patient lies in the particular clinical aspect of lichen ruber planus; in fact lesions were not the typical pruritic purple papules but erythematous finely scaling patches localized in non typical sites of lichen ruber planus.
Moreover, our reported case shows that the enhanced T cell mediated immunity and the breakdown of immune tolerance due to deficiency in T regs may facilitate the occurrence multiple autoimmune diseases creating a sort of autoimmune mosaicism.
CONCLUSION
In conclusion, identifying and accurately characterizing possible cutaneous stigmata of gastrointestinal tract disorders represent an important step in the multidisciplinary approach of patients affected by inflammatory bowel diseases.
